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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

1 . (Currently Amended) A compound of fonnula I. or a pharmaceutically acceptable salt or 
ester thereof, 




Re 



wherein 

Ri is -X-Rio. -X-(R,o)2 or-NRiiRi2 

Wherein X is a linker comprising having 1 atom or a chain compris i ng having 2, 3 or 4 atoms 
selected from N, C. O or S, and wherein when said linker compr i s e s has 2 or more C atoms 
the linker may comprise have 1 or more C=C or CEC bonds; 

wherein any of said atoms has up to 2 optional substituents selected from hydrogen, oxo, 
cyano. halo, nilro or optionally substituted oxy. lower alkyl. lower alkyenyl, lower alkynyl. 
carbonyl, sulfur amino; sulfinvl. sulfonvl: 

Rio is optionally substituted and a substituent independently selected from the group 
consisting of hydrogen, cyano, halo, nitro or optionally substituted oxy, lower alkyl, lower 
alkyenyl, lower alkynyl. carbonyl, amino, cycloalkyi, heterocycloalkyi, aryl, heteroaryl; 

Rii and R12 are optionallv substituted and each represent a lower alkyl group connected 
together such that Ri is an optionally substituted heterocycloalkyi or heteroaryl group; 

R2 and R7 are optionallv substituted and represent one or more substituents attached to the 
phenyl ring selected from the group consisting of hydrogen, cyano, halo, nitro or optionally 
substituted oxy. lower alkyl. lower alkyenyl, lower alkynyl. carbonyl. amino, sulfur, cycloalkyi. 
heterocycloalkyi. aryl, heteroaryl or a substituent fomiing a bicyclic ring system of which the 
phenyl ring to which it is attached forms part of the bicycle for example butadiene fomiing 
napthyl, or heterobutadiene fomiing quinolinyl, quinoxalinyl or isoquinoliri/l; 



-2- 



32743A US-PCT 



R3 and R4 are optionally substituted and independently selected from the group consisting of 
hydrogen, cyano, halo, lovwer alkyi, lower alkyenyl, lower alkynyl, carbonyl. cycloalkyi, 
heterocycloalkyi, aryl; 

R5 and Rs are optionally substituted and independently selected from the group consisting of 
hydrogen, cyano, lower alkyI, lower alkyenyl, lower alkynyl, carbonyl, cycloalkyi, 
heterocycloalkyi, aryl; 

The the optional substituents on X are one or more independenfly selected from the group 

consisting of hydrogen, 0x0, cyano, halo, nitro or optionally substituted oxy, lower alkyI, 

lower alkyenyl, lower alkynyl, amino, carbonyl. sulfur, sulfinyl, sulfonyl; 

Wherein the optionally substituted substituents are optionally substituted once or more by a 

substituent independently selected from the group consisting of hydrogen, 0x0, cyano, halo, 

nitro. oxy, lower alkyI, lower alkyenyl, lower alkynyl, amino, sulfur, cycloalkyi, heterocyloalkyi, 

aryl; 

The the optional substituents on Rio are one or more substituents independently selected 
from the group consisting of hydrogen, 0x0, cyano, halo, nitro or optionally substituted oxy, 
lower alkyI, lower alkyenyl. lower alkynyl. carbonyl. amino, sulfur, cycloalkyi, 
heterocycloalkyi, aryl; 

Wh e r e i n wherein the optionally substituted substituents are optionally substituted once or 
more by a substituent Independently selected from the group consisting of hydrogen, 0x0, 
cyano, halo, nitro or optionally substituted oxy, lower alkyI, lower alkyenyl. lower alkynyl, 
carbonyl, amino, sulfur, cycloalkyi, heterocycloalkyi, aryl; 

The the optional substituents on Rn and R12 are one or more substituents independently 
selected from the group consisting of hydrogen, 0x0, cyano, halo, nitro or optionally 
substituted oxy. lower alkyl. lower alkyenyl, lower alkynyl. carbonyl, amino, sulfur, cycloalkyi, 
heterocycloalkyi, aryl; 

The the optional substituents on R2 and R7 are one or more substituents independenly 
selected from the group consisting of hydrogen, 0x0, cyano, halo, nitro or optionally 
substituted oxy. lower alkyl. lower alkyenyl. lower alkynyl. carbonyl, amino, sulfur, cycloalkyi. 
heterocycloalkyi. aryl; 

Whoroin wherein the optionally substituted substituents are optionally substituted once or 
more by a substituent independently selected from the group consisting of hydrogen, 0x0, 
cyano, halo, nitro or optionally substituted oxy, lower alkyl, lower alkyenyl, lower alkynyl, 
carbonyl, amino, sulfur, cycloalkyi, heterocycloalkyi, aryl; 

-3- 



32743A US-PCT 



Tke the optional substituents on R3 and R4 are one or more substituents independenly 
selected from the group consisting of hydrogen, 0x0, cyano, halo, nitro or optionally 
substituted oxy, lower alkyi, lower alkyenyl, lower alkynyl, carbonyl, amino, sulfur, cycloalkyi, 
heterocycloalkyi, aryl; 

Wh e rein wherein the optionally substituted substituents are optionally substituted once or 
more by a substituent independently selected from the group consisting of hydrogen. 0x0, 
cyano, halo, nitro or optionally substituted oxy, lower alkyi, lower alkyenyl. lower alkynyl, 
carbonyl. amino, sulfur, cycloalkyi, heterocycloallyl, aryl; 

The the optional substituents on R5 and Re are one or more substituents independenly 
selected from the group consisting of hydrogen. 0x0, cyano. hydroxyl, optionally substituted 
oxy. lower alkyI, lower alkyenyl, lower alkynyl, carbonyl, cycloalkyi, heterocycloalkyi, aryl. 
imino, oxime; 

Whefeifl wherein the optionally substituted substituents are optionally substituted once or 
more by a substituent independently selected from the group consisting of hydrogen, 0x0. 
hydroxyl, cyano, halo, nitro or optionally substituted oxy, lower alkyI, lower alkyenyl, lower 
alkynyl, carbonyl, amino, sulfur, cycloalkyi, heterocycloalkyi, aryl; 
with the proviso that compounds wherein X is-O-C-C-C- are excluded. 

2. (Currently Amended) A compound of fonmula II. or a phamnaceutically acceptable salt or 
ester thereof. 




wherein 

R*t Is — X'-R*io 

Wherein X* is a linker independent^ selected from optionally substituted -N-C-N-, -N-C-. -N- 
S-. -N-S-N-, -C-N-, -S-N-. -CEC-. -C=C-. -N-C-S-, -C-. or 



Where i n wherein R2 - R10 are as herein before defined[[.]] ; 
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R'lo is one or more substituents independently selected from the group consisting of 
hydrogen, halo, optionally substituted methyl, optionally substituted isopropvl. optionally 
substituted imidazolyl orthiazolyl, 3-oxa-1-aza-spirof4>41nonan-2-one. hydroxy, optionally 
substituted pyrrolidinyl. morpholino. piperazinyl. fonmic acid methyl ester F1.2.41triazol. 
imidazolidinvl. tetrazolyl. -NrCHgVOCHg or methoxy, ©f optionally substituted carbonyl, 
amino, heterocycloalkyi and aryl[[.]] ; 

when R'l is -N-C-N-R'io the C atom is substituted by oxo, =N-CEN or =ON02 [[.]] : 

when R'l is -N-C-N-R'io, R'lo is hydrogen[[.]] ; 

when R'l is -N-C-N-R'ioi R'lo is optionally substituted by hydrogen[[.]] : 

when R'l is -N-C-R'io or -C-N-R*io the C atom is substituted by oxo[[J] ; 

when R'l is -N-OR'io or -ON-R'io, R'lo is optionally substituted methyl, piperidinyl. 

imidazolidlnyl, pyrrolidinyl, morpholino[[.l] ; 

when R'l is -N-C-R'io or-C-N-RSo. R'lo is substituted by hydrogen, methyl, benzyl, acetyl, 
0X0, dimethylamino, isopropyl, hydroxy, fomiic acid ethyl esterfl.]] : 



when R'i is -N-S-R'io or 
S-N-S-R\, 

the S atom or atoms are substituted twice by oxo[[.]] : 
when R'l is -N-S-R'io or 
R'lo— S-N-S-R'io 

R'lo is optionally substituted methyl[[J] ; 
when R'i is -N-S-R'io or 



R'lo is optionally substituted by hydrogen[[.]] ; 



when R'l is -N-S-N-R'io the S atom is substituted twice by oxo and the N atom is 
independently optionally substituted by methyl[[.]] ; 

when R'l is -N-S-N-R'io, R'lo is hydrogen or optionally substituted methyl, imidazolyl, 
thiazolyl[[.]]i 

when R'l is -N-S-N-R'io, R'lo is optionally substituted by hydrogen, methyl, acetamidyll[.]] ; 

when R'l is -CEOR'io. R'lo is optionally substituted methyl, isopropyl or piperindinyl[[.]] ; 
when R'l is -CEC-R'io. R'lo is optionally substituted by hydrogen or amine[[.]] i 

when R'l is -C=C-R' lOi R*io is optionaBy sut}stituted piperidinyl^ 

when R'l is -C=C-R'io. R'lo is optionaDy substituted by hydroxy. methyl[[.]] ; 
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when R'l is -N-C-S-R'io the C atom is substituted by =N-C:zN or 




when RS -N-C-S-RSo. R*io is optionally substituted methyl^i 

when R'l is -N-C-S-RSo, RSo is optionally substituted by hydrogenI[.]] ; 

when R\ is -C-R'io the C atom is optionally substituted by oxo, 

when R'l -C-R'io, R'lo is 3-oxa-1-a2a-spiro[4.4]nonan-2-one. hydroxy, optionally substituted 
pyn-olidinyi, morpholino, piperaanyl, formic acid methyl ester. [1.2,4]triazol. imidazolidinyl. 
tetrazolyl. -N(CH3)-OCH3 or methoxy[[.]] ; 

when R'l is -C-R'io, R\o is optionaOy substituted by hydrogen, oxo, methyl, acetyl, isopropyl, 
methoxy, hydroxy, formic acid methyl ester, dimethylamino or e1hanone[[,]] ; 

The optional substituents on R'io are one or more substituents independenly selected from 
the group consisting of hydrogen, or optionally substituted oxy, lower alkyi, carbon^, amino; 
Wherein the optionally substituted substituents are optionally substituted once or more by a 
substituent independently selected from the group consisting of hydrogen, optionally 
substituted oxy; or optionally substituted lower alkyl. 

3. (Original) A compound of formula lla, or a pharmaceutically acceptable salt or ester thereof. 




R6 

lla 



wherein 

R"i is-NR"nR"i2 

Wherein -NR"iiR"i2 collectively represents imida2olidinyl-2.4-dione, optionally substituted 
once or twice by a lower alkyl group. 

4. (Currently Amended) A compound of formula III, or a phamiaceutically acceptable salt or 
ester thereof, 
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III 

wherein R*i is as herein before defined, 

R'2 and R 7 are hydrogen, cyano, halo, butadienyl, methoxy, ethoxy, 2-methoxyethoxy, 
morpholino, trifluoromethoxy, 2-methylpropoxy, 2-propoxy[[.]] ^ 
R's and R e are independently selected from the group consisting of hydrogen and lower 
alkyi, acetyl. 

5.-8, (Canceled) 

9. (Original) A pharmaceutical composition comprising a compound according to claim 1 in 
association with a pharmaceutically acceptable diluent or carrier 

10. (New) A compound of claim 1 selected from the group consisting of: 
N-(5-Chloro-2-[(E)-3-[(R)-4-(4-fluoroben2yl>-2-methylpiperazln-1-yl]-3-oxopropenyf]pheny^ 
N'-cyanoguanidine^ 

N-(5-Chloro-2-[(E)-3-[(R)-4-(4-fluorobenzyl>-2-methylpiperazin-1-yl]-3-oxopropenyl]phenyl)- 
acetamide. 

N-(5-Chloro-2-[(E)-3-[(S)-4-(4-fluorobenzyl)-2-methylpiperazin-1-yl]-3-oxopropenyl]phenyl)- 
acetamide. 

(5-Chloro-2-{(E)-3-[(R)-4-(4-fluorobenzyl>-2-methylpiperazin-1-yl]-3-oxopropenyl]-phenyl>- 

urea, 

(5-Chloro-2-[(E)-3-[(S)-4-{4-fluorobenzyl)-2-methylpiperazirv1-yl]-3-oxopropenyl]-phenyl)- 
urea, 

N-(5-Chloro-2-[(E)-3-[(R)-4-(4-fluorobenzyl)-2-methylpiperazin-1-yl]-3-oxopropenyl]phenyl)- 
N,N-dimethylsutfamide, 

N-(5-Chloro-2-[(E)-3-[(R)-4-(4-fluorobenzyl)-2-methylpiperazin-1-yl]-3-oxopropenyl]phenyl)- 
methanesulfonamide, 

1-Acetyl-piperidine4-carboxylic acid (5-chloro-2-{(E)-3-((R)-4-(4-fluoro-benzyl)-2-methyl- 
piperazin-1-yl]-3-oxo-propenyl)-phenyl)-amide, 

1- MethyH H-imidazole4-sulfonic acid(5-Chloro-2-[(E)-3-[(R)-4«(4-fluoro-benzyl)-2-methyl- 
piperazin-1-yl]-3-oxo-propenyl]-phenyl>-amide, 
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N-[5-(5-ehlor(>-2-[(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazin-1^ 
phenylsulfamoyl)-thiazol-2yl]-acetamide, 

2-Oxoimida2olidine-1-carboxylicacid (5-Chloro-2-[(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl- 
piperazin-1-yl]-3-oxc>-propenyl]-phenyl)-amide, 

N-(4-Chloro-2-[(E)-3-[4-(4-fluorobenzyl)-2-methylpipera2irv1-yl]-3-oxopropeny 
methylthioN'-cyano thiourea, 

N-(4-Chloro-2-I(E)-3-[4-(4-fluoroben2yl)-2-methylpiperazirv1-yl]-3-oxopropen^^^^ 
sulfonylurea, 

(5-Chloro-2-[(E)-3-[(2R.5SH-(4-fluorobenzyl)T2,5-dimethylpiperazirv1-^ 
phenyl)-urea, 

(5-Chloro-2-[(E)-3-[(2R.5S)-4-(4-fluorobenzyl)-2.5-dirnethylpiperazin-1-ylH^ 
phenyl)-urea, 

N-(5-Chlor(>-2-KE)-3-[(2R,5S)-4-(4-fluorobenzyl)-2.5-dimethyl-piperazin-1-yl]-3-oxopro 
phenyl)- acetamide. 

N-(5-Chlor(>2-[(E)-3-[(2S,5R)-4-(4-fluorobenzyl)-2,5-dimethyl-piperazln-1-^^^ 
phenyl)- acetamide, 

(5-Chloro-2-[(E)-3-[(2S,5R)-4-(4-fluorobenzyl)-2,5-dirnethylpiperazin-1-yl]^^ 
phenyl)-urea, 

N-{5-Ch!oro-2-[(E)-3-[-4-(4-fluorobenzyl)-piperazin-1-yl]-3-oxopropenyO-phenyl)-acetamide, 
(5-Chloro-2-'[(E)-3-[-4«(4-fluorobenzyl)-piperazin-1-yl]-3-oxopropenyl]-phenyl)-urea. 
(E)-3-[4-Chlaro-2-(4-hydroxy-1-methylpiperidirh4-ylethynyl)-phenyl]-1-[(R)-4-(4-fluorobenzyl) 
2-methylpiperazin- 1 -yl]-propenone, 

(E)-3-[4-Chloro-2-(4-hydroxy-1-nriethylpiperidirHl-ylethynyl)-phenyl]-1-[(S)-4-(4-fluorobenzy^ 
2-methylpiperazin-1-yl]-propenone, 

(E)-3-[4-Chlorc>2-[(E)-2-(4-hydroxy-1-methylpiperidin-4-yl)-vinyI]-phenyl]-1-[(R)^ 
fluorobenzyl)-2-methylpiperazin-1-yl}-propenone. 

(E)-3-[4-Chloro-2-[(E)-2-(4-hydroxy-1-methylpiperidin-4-yl)-vinyl]-phenyl]-1-[(S)^ 
fluorobenzyl)-2-methylpiperazin-1-yl]-propenone, 

4-(5-Chloro-2-[(E)-3-[(R)-4-(4-fluorobenzyl)-2-methylpiperazin-1-yl]-3-oxopropenyl]- 
phenylethynyl)-4-hydroxypiperidine-1-carboxylic acid tert butyl ester, 
(E)-3-[4-Chlor(>-2-(4-hydroxypiperidin-4-ylethynyl)-phenyO-1-[(R)-4-(4-fluorobenzyl)-2- 
methylpiperazin-1-yl]-propenone. 

(E)-3-[2-{3-Amino-3-nriethylbut-1-ynyl-4-chlorophenyO-1-[(R)-4-(4-fIuorobenzyl)-^ 
methylpiperazin-1 -ylfpropenone, 

(E)-3-[4-Chlorch2-(3-dimethylanrilnoprop-1-ynyl)-phenyl^1-[4-(4-fluorobenz^^^^ 
methylpiperazin-1 -ylj-propenone, 

(E)-3-[4-Chlor(>-2-(3-hydroxy-3-methylbut-1-ynyl)-phenyl]-1-[4-(4-fluorobenzyl)-2- 
methylpiperazin-1-yl]-propenone, 
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N-(3-[(EV3-[(R)-4-(4-Fluorobenzyl)-2-methylpiperazin-1-yQ-3-oxopropenyO-naphm 
acetamide. 

{3-[(E)-3-[(R)-4-(4-Fluorobenzyl)-2-methylpipera23n'1-yl]-3-oxopropenyl]-naph 
urea, 

N-(3-[(E)-3-[(R)-4-(4-Fluorobenzyl>2-methylpiperazin-1-yO-3-oxopropenyO 
N'-cyanoguanidine^ 

N-(4-Chlor(>2-((E)-3-[4-(4-fluorobenzyl)-2-methylpiperazirh1-yl]-3-oxopropeny^ 
cyanoguanidine; 

N-(4-Chloro-2-[(E)-3-[4-(4'fluoroben2yl)-2-methylpiperazii>1-yl]-3-oxoprop^ 
acetamide, 

N-(6-[(E)-3-[(RH-(4-Fluoroberuyl)-2-methylpiperazin-1-yi]-3-oxopropenyl^^ 
acetamide, 

(6-((E)-3-[(R)-4-(4-Fluorobenzyl)-2-methylpiperazin-1-yl]-3-oxopropenyl]<|uinoliiv7-yl)-^ 

N-(7-[(E)-3-[(R)-4-(4-Fluorobenzyl)-2-methylpiperazin-1-yO-3-oxopropenyO'<iuinolin-^ 

acetamide, 

2-Dimethylamin(>N-(7-[(E)-3-[(R)-4-(4-fluorobenzyl)-2-methylplperazii>1-yl]-3-oxoprope 

quinolin-6-yl)-acetamide, 

N-(7-[(E)-3-[{RH-(4-Fluorobenzyl)-2-methylpiperazin-1-yl]-3-oxopropenyO-quino 
methanesuffonamide, 

N-(5-Chlora-2-[(E)-3-[(2R,5S)-4-(4-fluorobenzyl)-2,5-dimethylpiperazirv1-yl> 
phenyl)-cyanoguanidine, 

N-(5-Chloro-2-[(E)-3-[(2R,5S)-4-(4-fluoroberizyl)-2,5-dimethylpiperazirv1-yl]-3-oxo^ 
phenyl)-2-dimethyIacetamide, 

N-(5-Chlorc>-2-[(E)-3-[(2R.5S)-4-(4-fluorobenzyl)-2,5-dimethylpiperazii>1-yl]-3'^^ 
phenyl)-methanesulfonamide, 

N-(5-Chloro-2-[(E)-3-[(2R.5S)-4-(4-fluorobenzyl)-2.5<limethylpiperazir>1-yl]-3-oxop 
4-methoxyphenyl)-acetamide. 

N-(5-Chlor(>2-[(E)-3-[{2R.5S)-4-(4-fluorobenzyl)-2,5Hjlmethylpiperazirv1-yn^ 
4-methoxyphenyl)-methanesutfonamide. 

N-[5-Chloro-2-[(E)-3-(R)-4-(4-fluorobenzyl)-2-methylpiperazin-1-yl]-3-oxopropenylH^ 
methoxyethoxy)-phenyl]-acetamide, 

N-(5<;hlorc>-2-[(E)-3-[(R)-4-(4-fluorobenzyl)-2-methylpiperazirv1-yl]-3-o^^ 
morpholin-4-yl-phenyl)-acetamide, 

N-(5-Chlorc>2-{(E)-3-[(R)-2-ethyl-4-(4-fluorobenzyl)-piperazirv1-yl]-3-oxo-p^^ 
acetamide, 

(5-Cliloro-2-{(E)-3-[(R)-2-etliyM-(4-fluoro-benzyl)-piperazirh1-yll-3^ 
urea. 



-9- 



32743A US-PCT 



N-(5-Chloro-4-ethoxy-2-{(E)-3-[(R)-4-(4-fluorobenzyl)-2-methyl-^^ 
propenyl}~phenyl)-acetamide, 

(5-Chloro-4-ethoxy-2-{(E)-3-I(R)-4-(4-fluoroben2yl)-2'methyl-piperazin^ 
phenyl)-urea, 

N-(5-Chlorc>4-ethoxy-2-{(E)-3-[(R)-4-(4-fluorobenzyl)-2-methyl-pipera^ 
propenyl}-phenyl>-methanesulfonamide. 

5-Oxo-pyrrolidine-2-carboxylic acid (5-chIorc>-4-ethoxy-2-{(E)-3-[®-4-(4-fluoroben2yl)-2- 
methyl-piperazin-1yl]-3oxc>-propenyl>phenyl)-amide, 
N-(5-Chloro-2-{(E)-3-I(S)-4-(4-fluoro-benzyl^2-hydroxymethyl-pipera^^ 
propenyl}-4-methoxy-phenyl)-acetamide, 

N-(5-Chlor(>-2-{(E)-3-I(S)-4-(4-fluoro-benzyl)-2-hydroxymethyl-piperazin-1-^^ 

propenyl>4-methoxy-phenyl)-methanesulfonamide. 

{5-Chloro-24(E)-3-[(SH-(4-fluoro-benzyl)-2-hydroxymethyl-piperazirv1^ 

4- methoxy-phenyl>-urea. 

5- Oxo-pyrrolidine-2-carboxylic acid {5-chlora'2-{(E>-3-[(S)-4-(4-fluoro-benzyl)-2- 
hydroxymethyl-piperazin-1-yl]-3-propenyl)-4-methoxy-phenyl)-amide, 
N-(5-chloro-2-{(E)-3-[(S)-4-(4-fluoro-ben2yl)-2-hydoi^methyhpiperazin-1-yl]^ 
propenyl}-phenyl)acetamide, 

N-(2-{(E)-3-[(R)-2-AminomethyM-(4-fluorc>benzyl)-piperazirh1-yl]-3-oxc)-prope 
phenyO-acetamide, 

N«(5«Chloro-2-{(E)-3-[(S)-4-(4-fluoro-benzyl>2-{(S)-1-hydroxy-ethyl)-piper^^^ 
propenyi}-phenyl)-acetamide, 

N-(2-{(E)-3-((S)-2-AcetyM-(4-fIuorc>-benzyl)-piperazirv1-yl]-3-oxo-propenyl}-5-^ 
phenyO-acetamide, 

N-^5-Chlorc>-2-[(E)-3-((S)-4-(4-fluoro-benzyl)-2-{1-[hydroxyimino]-ethy^^ 
propenyl}-acetamide, 

N-(2-{(E)-3-[(2S.5S)-2-Ben2yloxymethyl-4-(4-fluoro-benzyl)-5-methyl-piperazirv 
propenyl}-5-chloro-phenyl)-acetamide. 

(S)-1 -Acetyl-pyrrolidine-2-carboxylic acid (5-chloro-2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-metliyl- 
pipera2in-1-yO-3-oxo-propenyl}-4-methoxy-phenyl)-amide, 

(S)-1-lsopropyl-pyrrolidine-2-carboxyllc acid (5-chloro-2-{(E)-3-[(RH-(4-fluoro-benzyl)-2: 

methyl-piperazii>1-yl]-3"OXO-propenylH-nr»ethoxy-plienyl)--amide. 

(R)-1-lsopropyl-pyrrolidine-2-carboxylic acid (5-cliloro-2-{{E>'3-[(R)-4-(4-f!uoro-benzyl)-2- 

methyl-piperazin-1-yl]-3-oxo-propenylH-nnetlioxy--phenyl)-amide, 

(2S,4R)-1-Acetyl-4-liydroxy-pyrrolidine-2-carboxylic acid (5-chlorc>-2-{(E)-3-[(R)-4-(4-fluoro- 

benzyI)-2-methyl-pipera2in-1-yll-3-oxo-propenylH-nriethoxy-phenyl)-amide, 

(E)-3-(4-Chloro-2-morpholirH4-ylmethyl"phenyl)-1-[4-(4-fluorchb 

yl]-propenone, 
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1-(5-Chloro-2-{(E)-3-[4-(4-fIuoro-benzyl)-2-methyl-piperazirv1-yll-3-^^ 
pyrrolidin-2-one, 

(E)-3-(4-Chlo^ch2-I1.2,4]tria20l-1-ylmethy^phenyl)-1-[4-(4-fluoro-benzy^ 
1-yl]-propenone, 

(E)-3-[4-Chloro-2-(4-methyl-piperazin-1-ylmethyl)-phenyl]-1-[4-(4-fluoro^ 
piperazin-1-yl]-propenone, 

(E)-3-[2-(4-Acetyl-pipera23n-1-ylmethyl)-^chlorc)-phenyll-1-[4-(4-fluor<> 
piperazin-l -yl]-propenone. 

(E)-3-[4-Chlor(>2-(4-isopropyl-pipera2in-1-ylmemyl)-phenyO-1-[(R)-4-(4-^ 
methyl-piperazin-1 -yl]-propenone. 

1-(5-Chloro-2-^(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-pipera2irKl-yl^^ 
benzyl)-3-oxa-1-aza-spiro[4.4]nonar>2-one. 

3-(5-Chloro-2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazirh1-yl]^^^ 
benzyl)-5.5-dimethyl-imidazolidine-2,4-dione, 

3- (5-Chloro-2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazif>1-yl]-3^ 
benzyl)-1-methyl-imida2olidine-2.4-dione, 

(E)-3-[4-Chloro-2-(5-methyl4etrazol-1-ylmethyl^phenyO-1-[(R)-4-(4-fluor^ 
piperazin-1-yl]-propenone, 

5-Chlorc>2-^(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazin-1-yl]-3-oxo-pro 
methoxy-N-methyl-benzamide, 

5'Chlorc>-2'^(E)-3-[4-(4-fIuoro-benzyl)-2-methyl-piperazin-1-yl]-3-oxO'pro acid 
methyl ester, 

(5-Chloro-2-{(E)-3-[4-(4-fluoro-benzyl)-2-methyl-piperazif>1-yl]-3-oxo-propenyl^ 
acetic acid methyl ester, 

5-Chloro2-{(E)-3-[4-(4-fIuoro-benzyl>-2-methyl-piperazin-1-yl]-3-oxo-propenyl}-benzoic acid, 

5-Chloro-2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazin-1-yl]-3-ox€)-propen 

acid, 

(E)-3-[4-Chlorc>-2-(4-methyl-piperazine-1-carbonyl)-phenyl]-1-[4-{4-fluoro-benzyl)^^^ 
piperazin-1-yO-propenone, 

5-Chloro-2-{(E)-3-[4-(4-fluorc^benzyl)-2-methyl-piperazin-1-yl]-3-oxo-propenyl}-N-isopro^^ 
benzamide, 

5-Chlorc>2-{(E)-3-[4-(4-fluoro-benzyl)-2-methyl-piperaziri-1-yl^3-oxo-propenyl}-N^ 
piperidin-4-yl)-ben2amide, 

N-<1-Benzyl-piperidir>4-yl)-5-chlorcy-2^(E)-3-[4-(4-fluoro-benzyl)-2-methyl-pipera^ 
oxo-propenyl^benzamide. 

4- (5-Chlor(>24(E)-3-[4-(4-fIuorc>-benzyl)-2-methyl-piperazir>1-yl]-3-oxo-properiyl}- 
benzoylamino)-piperidine-1-carboxylic acid ethyl ester, 
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(2S.4R)-1-(5'Chloro-2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazii> 
propenyl>-ben2pylH-hydroxy-pyrrolidine-2-carboxylic acid methyl ester. 
{E)-3-[4-Chloro-2-((R)-3-dimethylamin(>pyrrolidine-1-carbonyl)-phenyl]-1-[(R)^ 
benzyl)-2-methyl-piperazin-1-yl]-propenone, 

(E)-3-[4-Chloro-2-((S)-3KJimethylamin<>-pyrrolidine-1-carbonyl)-phenyl]-1-^^ 
benzyl)-2-methyl-piperazin-1-yl]-propenone, 

(E)-3-(2-(4-Ac€tyl-pipera2ine-1-carbonylH-chloro-phenyO-1-[(RH-(^^ 
methyl-piperazin-1-yl]-propenone. 

N'(5-Chloro-2-{(E)-3-[4-(4-chloro-benzyl)-2-methyl-piperazirh1-ylh3-oxo^ 
acetamide, 

N-(5-Chlorc>-2-{(E)-3-[4-(3-fluorc>-ben2yl)-2-methyl-piperazirv1-yl]-3-oxo-propen 
acetamide, 

N-(5-Chlor<>-2-{(E)-3-[4-(2,4-difluoro-benzyl)-2-methyl-piperazin-1-yl]-3-o 
phenyl)-acetamide. 

N-(5-Chldr(>-2-{(E)-3-[4-(4-cyanc>-benzyl)-2-methyl-piperazirv1-yO-3-oxo-prop 
acetamide, 

N-(5-Chlorc>-2-{(E)-3-[(R)-4-(4-fluorc>-benzyl)-2-methyl-piperazli>1-yl]-3-oxo-^ 
methoxy-phenyl)-acetamide, 

N-(5-Chloro-4-fluoro-2-{(E)-3-[(R)-4-(4-fluor(>-benzyl)-2-methyl-piperazii>1-^^^ 
propenyl}-phenyl)-acetamide, 

(5-Chloro-2-{(E)'3-[(R)-4-{4-fluoro-benzyl>2-methyl-pipera2in-1-yl}-3-oxo-propenylM^ 
methoxy-phenyl)-'Urea, 

N-(5-Chlorc>4-fluoro-2-{(E)-3-[(R)-4-(4-fluorc>-benzyl)-2-methyl-piperazi^ 
propenyl}-phenyl)-methanesulfonamide, 

(5-Chloro-4-fluoro-2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazin-1-^^^^ 
phenyl)-urea, 

N-(5-Chlorc>-4-cyano-2-{(E)-3-[(R)-4-(4-fluorc)-benzyl)-2-methyl-pipe 
propenyl}-phenyl)-acetamide, 

N-{5-Chloro-2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazirv1-yl]-3-oxo-pro 
trifluorcHTiethoxy-phenyO-acetamide, 

(5-Chloro-2-^(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazin-1-yl}-3-^ 
trifluoromethoxy-phenyl)-urea, 

N-(5-Chioro-2-{{E)-3-[(RH-(4-fluoro-benzyl)-2-methyl-piperazirv1-yl]-3-ox^ 
isobutoxy-phenyl)-acetamide, 

N-(5-Chlorc>-2-{(E)-3-[(R)-4-(4-fluorc)-benzyl)-2-methyl-piperazirv1-yl]-3-oxo-pr^ 
isopropoxy-phenyl)-acetamide, 

3-(5-Chloro-2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazirh1-yn^ 
metiioxy-phenyl)-5.5-dimethyl-imidazolidine-2.4-dione, 
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3-(5-Chlorc>-2-{(E)-3-[(R)-4-(4-fluorcHbenzyl)-2-methyl-pipera2irh1-yl^^^ 
methoxy-phenyl)-imidazolidine-2,4-clione, 

3-(5-Chloro-24(E)-34(R)-4-(4-fluoro-benzyl)-2-methyl-piperazirh1-yl]-3-^^ 

methoxy-phenyl)-1,3-diaza-spiro[4.4]nonane-2,4-dione, 

3-(5-Chlorc>-4-fluoro-2-{(E)-3-[(R)-4-{4-fluoro-benzyl)-2-methyl-pipera^ 

propenyl}-phenyl)-1.3-diaza-spiro[4.5]decane-2,4rClione, 

3-(5-Chlorc>^fluor(>2-{(E)-3-[(RH-(4-fluoro-benzyl)-2-methyl^ 

propenyl}-phenyl>-5,5-dimethyl-imidazolidne-2,4-dione, 

Morpholine-4-carboxylic acid (5-chloro-2-{(E)-3-[(R^4-(4-fluoro-ben2yl)-2-methyl-piperazifi-1 - 
ylJ-3-oxo-propenyl}-4-nriethoxy-phenyl)-amide, 

Pyrrolidine-1 -carboxylic acid (5-chloro-2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-piperazin-1- 
yl]-3-oxo-prdpenyl}-4-methoxy-phenyl)-amide. 
5-Chlor<>2-{(E)-3-[(R)-4-(4-fluoro-benzyl)-2-methyl-pipera2in-1-yl^3-o^ 
methoxy-benzoic acid methyl ester, and 

{E)-3-[2-(4-Acetyl-piperazine-1 -carbonylH-chloro-5-methoxy-phenyl]-1 -K 

benzyl)-2-methyl-pipe^azin-1-yl^propenone, 

or a pharmaceutically acceptable salt, or ester thereof. 



-13- 



